1. In line 90-91 ("According to the theories of Traditional Chinese Medicine, acupuncture can help dredge the meridians and correct imbalance of flow of energy."), a reference of a scientific article should be provided for this statement to be published on the medical journal. Otherwise, deletion of the sentence is strongly recommended.
2. In line 93, reference No. 6 and 7 do not support that acupunture is effective for pain. The authors concluded either the benefits of acupuncture do not meet thresholds for clinical relevance or evidence is not sufficient.
3. In line 94, reference No. 8 does not support electroacupuncture is beneficial for postoperative pain. It showed low or very low certainty that electrotherapy and acupuncture improve pain.
Minor concerns:
1. Please specify the dates of the study in the manuscript.
2. In line 73-74, please elaborate on this sentence. What is the placebo effect in this study? Please describe it specifically. And who are affected by the placebo? 3. In line 96-99, a brief summary of the reference No. 10 to 13 would help the readers to understand your hypothesis and the design of this study for prove that hypothesis.
4. In line 114, could you please provide a brief table or a diagram of the ERAS program for this study? Do you routinely apply ERAS program for TKA patients in your institution or apply the ERAS for this study especially? The readers may want to know if the ERAS program is a routine in TKA.
5. In line 149, why No. 4 is ineligible criteria?
6. In line 151-173 (study interventions), first, could you explain the anatomical locations of the three acupoints in medical terms with a reference? Second, please explain the reason why those three acupoints were selected with a reference. Third, GB4, ST36, and SP9 are located on knee according to Figure 3 . Is there any risk of surgical site infection? Because those three points are close to operation wound.
7. In line 159, please provide an explanation for De-qi sensation for readers of medical journal.
8. In line 173, it is questionable if the reference No. 15 is appropriate to support the sham-EA method is effective, because participant blinding was performed only in two of the 12 centers.
9. In line 203, please provide a definition or the description of the HSS score with a reference for it. A supplemental Table would be  helpful for readers. 10. In line 208-210, please present a reference for the sentence.
11. In line 212, please present a reference for HAMA and a supplemental Table for readers' convenience. 12. In line 218-220, could you provide the detail of functional index-emesis as supplement for readers' convenience?
13. In line 262-263, please provide references for the statement.
14. In line 263-267, -2.26 should be corrected as -22.6.
15. Because acute postoperative pain is highly associated with persistent post-surgical pain, as written in the manuscript, controlling pain and suppressing it under a target level before discharge is important. How much do you plan to control postoperative pain before discharge? Do you have any specific discharge criteria? There are some abbreviations that are not standard… Page 6 line 89 enhanced recovery after surgery (ERAS)?
Page 12 line 236 237 FAS, PPS and SS I have never heard of these abbreviations.
VERSION 1 -AUTHOR RESPONSE
Reviewer 1
Dear Prof. Kim:
Thank you very much for your kind comments and suggestions. Those comments are all valuable and very helpful for revising and improving our paper, as well as the important guiding significance to our researches. We appreciate for your warm work earnestly and hope that the corrections will meet with approval. Revised portions are marked in the manuscript. The main corrections in the paper and the response to your comments are as following:
COMMENT RESPONSE
We have deleted this sentence according to your recommendation.
2. In line 93, reference No. 6 and 7 do not support that acupuncture is effective for pain. The authors concluded either the benefits of acupuncture do not meet thresholds for clinical relevance or evidence is not sufficient.
Thank you for raising this major question. It is because of the uncertainty of the efficacy of acupuncture or electroacupuncture that we conducted this randomized controlled trial. We have revised this section and updated the references.
Drug-free interventions are the direction of our efforts, we are precise because of the clinical observation of the effectiveness of electroacupuncture. Evidence-based medicine has also confirmed that electrotherapy and acupuncture may be effective against postoperative pain, and we conducted this study. We have revised the discussion in this section.
4. Please specify the dates of the study in the manuscript.
We planned to begin recruiting patients from June 2018.
5. In line 73-74, please elaborate on this sentence. What is the placebo effect in this study? Please describe it specifically. And who are affected by the placebo?
The acupuncturists cannot be blinded in the study, so the bias cannot be avoided. We have corrected the inappropriate expression.
6. In line 96-99, a brief summary of the reference No. 10 to 13 would help the readers to understand your hypothesis and the design of this study for prove that hypothesis.
We have added a summary and revised this part. (2) Many studies on ST36 shows that it has analgesic effect after TKA and it has been used clinically for a long time. 2 Similarly, GB34, ST32, and SP9 are also used for analgesia after TKA before. 3,4 Depending on the theory of Traditional Chinese Medicine and clinical experience, we selected those acupoints for this study.
(3) Although the 3 acupoints are located on knee, the needles do not penetrate into the joint cavity and we tested during the operation. We have applied it in clinical practice for several years and there was no infection associated with EA. We have added the supplemental Table. 13. In line 208-210, please present a reference for the sentence.
We removed this sentence from here, and the relevant discussion we put in the Introduction section.
14. In line 212, please present a reference for HAMA and a supplemental Table for readers' convenience.
We have added the supplemental Table. 15. In line 218-220, could you provide the detail of functional index-emesis as supplement for readers' convenience?
We have added the supplemental Table. 16. In line 262-263, please provide references for the statement.
We have revised this part and added the references.
17. In line 263-267, -2.26 should be corrected as -22.6.
It may be our description mistake. We wanted to use a uniform standard to describe the VAS score (from 0 to 10), which consistent with previous descriptions.
18. Because acute postoperative pain is highly associated with persistent post-surgical pain, as written in the manuscript, controlling pain and suppressing it under a target level before discharge is important. How much do you plan to control postoperative pain before discharge? Do you have any specific discharge criteria?
The discharge criteria for the patients without special deformity is consists of three parts.
(1) The VAS score is less than 3 at rest; We have revised the part of Discussion.
20. Please check Table 1 . if it is correctly edited.
We are sorry for the mistake, and we have corrected the table.
Once again, thank you very much for your comments and suggestions. We look forward to your information about my revised papers and thank you for your good comments.
Yours sincerely,
Sheng Zhong
Reviewer 2
Dear Prof. Shay:
Thank you very much for your kind comments and suggestions. We have tried our best to revise and improve the manuscript and made many changes in the manuscript according to your good comments. The suggestions are helpful and revised portions are marked in the manuscript. We have studied comments carefully and have made the correction which we hope meet with approval. The main corrections in the paper and the response to your comments are as following:
COMMENT RESPONSE 1. Page 1 line 28 when is the study planned? What dates
The study was planned from December 2017 to April 2018 and we began subjects from June 2018.
2. Page 1 line 39 not major flaws although there are only 2 groups. It is not completely clear if they are comparing the outcomes for two treatment groups, there is no acupuncture only and no sham-acupuncture groups. Has this been proven already?
From clinical observations, we found that electroacupuncture is superior to manual acupuncture because of its sustained stimulation effect. So we decided to design a randomized controlled single-blind trial to verify its validity. The purpose of this study is to confirm the efficacy of electroacupuncture in postoperative analgesia. We will evaluate the efficacy of manual acupuncture in future studies.
3. Page 7 line 111 how are the patients be recruited?
We recruited from patients who were preparing for unilateral total knee arthroplasty in the inpatient ward of Shanghai University of Traditional Chinese Medicine Guanghua Hospital.
4. Page 7 line 118-is the difference in the VAS clinically meaningful? Will you be able to tell the difference between sham and verum EA with only -1.14 difference in VAS?
We don't think there is only a difference of -1.14 between EA and Sham. The -1.14 difference in the VAS score seems not clinically meaningful and it is used to calculate the sample size of this study. We use a smaller mean difference to obtain a larger sample size to ensure the statistical power is enough. (1) Some patients have not received acupuncture treatment before, and they may not endure the discomfort of acupuncture after surgery, or fainting during acupuncture treatment, this part of patients will not follow the protocol with postoperative acupuncture treatment.
(2) Severe physiological and pathological changes such as anaesthesia accidents, cardiac-cerebrovascular accidents, nerve or vascular injury during surgery.
(3) We refer to the severe complications related to surgery, such as deep vein thrombosis, pulmonary embolism and severe allergic reactions.
We have revised this part. The patient will be transferred to the rehabilitation ward for 2 weeks of rehabilitation after surgery. We can collect the additional use of analgesics within 2 weeks.
13. Line 209 you need a reference for according to previous reports, EA has the potential to promote functional rehabilitation. What do you mean functional rehab, is this related to swelling?
14. Line 223 are needle sticking and breaking common adverse effects? Do you mean hematoma or a surface bruise?
We have corrected the inappropriate expression. The patients are in a supine position when undergoing acupuncture treatment, they cannot see the needles, only acupuncturists know the type of needles. After the needles are inserted into the adhesive pads, the appearance of two groups is the same.
19. Page 12 line 236 237 FAS, PPS and SS I have never heard of these abbreviations.
These abbreviations are derived from Biostatistics. An intention-to-treat (ITT) analysis of the results of an experiment is based on the initial treatment assignment and not on the treatment eventually received. According to ICH E9 "STATISTICAL PRINCIPLES FOR CLINICAL TRIALS", Full Analysis Set (FAS) is identical to the Intention-to-Treat (ITT) population. The per-protocol analysis is a comparison of treatment groups that includes only those patients who completed the treatment originally allocated. If done alone, this analysis leads to bias. For safety analyses, the safety set is used; for efficacy analyses, full analysis set is used. These are supported by the CONSORT statement. We have corrected the wrong expression.
Line 108 what is a parallel RCT?
We have corrected the wrong expression and abbreviations.
23. There are some abbreviations that are not standard… ERAS is a multimodal perioperative care pathway designed to achieve early recovery for patients undergoing major surgery. Involving
